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Outline

• Esophagogastric Cancer
• Pancreatic Cancer
• Hepatocellular Carcinoma and 

Cholangiocarcinoma
• Colorectal Cancer
• Neuroendocrine Tumors



ESOPHAGOGASTRIC CANCER
Immuno-oncology, biomarkers and beyond



Pembrolizumab Versus Chemotherapy as Second-line Therapy for Advanced Esophageal Cancer: The Phase 3 KEYNOTE-181 Study

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium



Phase 3 KEYNOTE-181 Study (NCT02564263)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium



Overall Survival (PD-L1 CPS ≥10)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium

p<0.0085, met endpoint



Overall Survival (SCC)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium

p>0.0077, did not met endpoint



Overall Survival (ITT)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium

p>0.0077, did not met endpoint



Response Rate and Duration <br />(RECIST v1.1, BICR)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium



Pembrolizumab With or Without Chemotherapy Versus Chemotherapy in Advanced G/GEJ Adenocarcinoma: The Phase 3, KEYNOTE-062 Study

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



KEYNOTE-062 Study Design (NCT02494583)

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Overall Survival: P vs C (CPS ≥1)

Tabernero ASCO 2019

Pembrolizumab is non‐inferior to chemo but the upper limit of CI is close 



No superiority of chemo‐immunotherapy for both CPS>10 and CPS>1



Old and new biomarkers

HER2 + (Janjigian ASCO GI 2019)
• Treatment-naïve, advanced 

disease
• HER2+/PDL1 any
• Trastuzumab+Pembrolizumab

+CapeOx
• ORR: 83%, median PFS: 11.4 

months

Claudin + (Sahin, ASCO GI 2019)
• FAST trial 
• EOX vs. EOX plus 

zolbetuximab
– OS ITT (Claudin +2>40%): 

8.4 vs. 13 mo (HR 0.56)
– Claudin +2 >70%: 8.9 vs

16.5 mo (HR 0.51)
• Ongoing Phase 3, Claudin

>75%



TAGS study

The Lancet Oncology 2018 19, 1437-1448DOI: (10.1016/S1470-2045(18)30739-3) 

• Advanced disease
• Trifluridine/Tipiracil vs. Placebo (2:1)
• At least 2 lines of prior therapy



Esophagogastric Cancer 2019
• Esophageal

– Pembrolizumab 2nd line, SCCA/CPS>10
– Keynote 590 (chemo+pembrolizumab vs. chemo) in progress
– HER2: Keynote 811 (SOC vs SOC plus trastuzumab) in progress
– Claudin 18.2: Spotlight (SOC vs SOC plus zolbetuximab) in progress

• Gastric
– Pembrolizumab: 3rd line if CPS>1
– Trifluridine/Tipiracil: 3rd line
– HER2: Keynote 811 in progress
– Claudin 18.2: Spotlight in progress



PANCREATIC CANCER 
Localized and Advanced Disease Updates; Precision Medicine



APACT

• Gemcitabine/Nab Paclitaxel plus 
Gemcitabine

• N=866
• R1 allowed (25% R1)
• CA19.9<100
• Up to 12 weeks from surgery

Tempero ASCO 2019







Adjuvant Treatment for Pancreatic Adenocarcinoma in 2019

Strategy Overall Survival (months)

Observation 20.2 (CONKO‐001)

Single‐agent 22.8 (CONKO‐001)/23.2 (ESPAC‐3)/25.5 (ESPAC‐4)/35 (PRODIGE 24)

Multi‐agent 28 (ESPAC‐4)/40 (APACT)/54.4 (PRODIGE 24)

* ESPAC‐4 HR: 0.82 vs. APACT HR: 0.82 vs. PRODIGE 24 HR: 0.64
* ESPAC‐4 OS ~40 months with gemcitabine/capecitabine and R0 resection



DNA Damage Response (DDR) Mutations <br />in Pancreatic Cancer

Presented By Michael Pishvaian at 2019 Gastrointestinal Cancer Symposium



HR-DDR Deficiencies Predict OS Improvement<br />in Platinum-Treated Pancreatic Adenocarcinoma

Presented By Michael Pishvaian at 2019 Gastrointestinal Cancer Symposium



Olaparib as maintenance treatment following <br />first-line platinum-based chemotherapy in patients with a germline BRCA mutation and metastatic pancreatic cancer: Phase III 
POLO trial

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Study design

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Primary endpoint: PFS by blinded<br />independent central review*

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



OS: interim analysis, 46% maturity*

Presented By Hedy Kindler at 2019 ASCO Annual Meeting



Only Germline Mutations?

• Binder et al, AACR 2019
• Germline or somatic BRCA1/2 or PALB2 mutations
• 4 months of platinum based chemotherapy rucaparib maintenance
• ~50% accrual: ORR 36.7%, median PFS 9.1 months



Genotype vs. Phenotype

• COMPASS study (O’Kane ASCO GI 2019)
• Prospective RNAseq/WGS
• N=157, 95% success rate
• Basal: chemoresistance
• Basal vs. Classical: median OS 6.6 vs 8.5 mo (HR 0.53)



OS by treatment and subtype



Genomic Profiling: Actionable variants

Presented By Grainne O'Kane at 2019 Gastrointestinal Cancer Symposium



Pancreatic Adenocarcinoma 2019

• Localized Disease: 
– Gemcitabine/Nab Paclitaxel can be an adjuvant option for non FOLFIRINOX 

candidates
– Germline testing recommended

• Advanced Disease: 
– Germline mutation testing recommended
– Somatic mutation testing recommended for patients deemed eligible for systemic 

therapy
– Pathogenic gBRCA1/2 mutation carriers: Platinum-based therapy followed by 

PARPi maintenance another treatment option



HEPATOBILIARY CANCER
Immunotherapy and Targeted Therapy



Results of KEYNOTE-240: <br />Phase 3 Study of Pembrolizumab vs Best Supportive Care for Second-Line Therapy in Advanced Hepatocellular Carcinoma

Presented By Richard Finn at 2019 ASCO Annual Meeting



KEYNOTE-240 Study Design

Presented By Richard Finn at 2019 ASCO Annual Meeting



Overall Survival

Presented By Richard Finn at 2019 ASCO Annual Meeting



First-line Checkpoint Inhibitors?



Biliary Tract Cancer: 40% with targetable alterations

Jain and Javle, JGO

BRAF: 5%‐
IHCCA mainly 



ROAR Cholangiocarcinoma Cohort

• BRAF V600E mutation
• Dabrafenib/Trametinib
• 72% had 2 or more lines of therapy
• ORR: 41%
• PFS: 7.2 mo
• OS: 11.3 mo



Investigator-Assessed Maximum Reduction in SLD of Target Lesions

Presented By Zev Wainberg at 2019 Gastrointestinal Cancer Symposium



Hepatobiliary Cancers 2019

• 1st line remains lenvatinib or sorafenib
• 2nd line remains checkpoint inhibitor or regorafenib or cabozantinib or 

ramucirumab (AFP>400)
• All 2nd line agents tested after sorafenib
• Regorafenib not tested in sorafenib-intolerant patients.
• Cabozantinib tested in 3rd line setting (27% of patients in CELESTIAL)
• Checkpoint Inhibitors plus TKIs?
• Cholangiocarcinoma: Multiple targetable alterations, NGS should be 

performed in all patients eligible for systemic therapy



COLORECTAL CANCER
Escalate or De-escalate? BEACON 



Should we escalate 1st-line therapy to FOLFOXIRI? 

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



#3507: VISNU-1 Design

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



VISNU-1:  Key Results

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



#3508 TRIBE2 Design

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



TRIBE2: Key Results and Take Away Points

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



Limits to Generalizability of VISNU1 + TRIBE2

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



Absolute INCREASES in Grade ≥3 Toxicity

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



Which TRIBE2 Arm is More Patient Centered? 

Presented By Hanna Sanoff at 2019 ASCO Annual Meeting



BEACON Study

Kopetz ESMO GI 2019



ORR: 26% vs. 2%



HER2+ Colorectal Cancer: MyPathway

Outcomes
ORR % DCR % PFS (mo) OS (mo)

Overall (n=57) 32 44 2.9 11.5

KRAS wt/mt 40/8 56/8 5.3/1.4 14/8.5

PI3K wt/mut 43/13 58/25 5.3/1.4 14/7.3

Prior EGFR 
no/yes

50/36 67/52 5.6/4.1 NE/11.5

The Lancet Oncology 2019 20, 518-530DOI: (10.1016/S1470-2045(18)30904-5) 

Trastuzumab/Pertuzumab



Colorectal Cancer 2019

• Advanced Disease: Is treatment intensification desirable 
for all patients?
– FOLFOXIRI: Yes for BRAFV600. Unclear for the rest.
– BRAF/MEK/EGFRi: Yes for BRAFV600

– Triple (-) Colorectal cancer (i.e. 
wtKRAS/NRAS/BRAF): Think HER2, ongoing studies



NEUROENDOCRINE TUMORS
VEGFR Inhibition in ENETs



Abstract #4005: Randomized phase II trial of pazopanib versus placebo in patients with progressive carcinoid tumors  (Alliance A021202)

Presented By Emily Bergsland at 2019 ASCO Annual Meeting



Slide 4

Presented By Emily Bergsland at 2019 ASCO Annual Meeting



Progression Free Survival (Central Review, ITT)

Presented By Emily Bergsland at 2019 ASCO Annual Meeting



Question 1
55 yo man with metastatic squamous carcinoma of esophagus. PS=1, 
progression after cisplatin/5FU. CPS=5, MSS. Options for second line?
1. Pembrolizumab
2. Paclitaxel
3. Paclitaxel/Ramucirumab
4. Irinotecan
5. 2 and 4



Question 2
55 yo man with metastatic adenocarcinoma of GEJ, HER2 –ve, PS=1, 
progression after FOLFOX and paclitaxel/ramucirumab. CPS=5, MSS. 
Options for third line?
1. Pembrolizumab
2. Irinotecan
3. Trifluridine/Tipiracil
4. Epirubicin
5. 1, 2 and 3



Question 3
55 yo man with metastatic pancreas adenocarcinoma, PS=0. FFX for 4 
months with partial response. Germline testing: BRCA1 VUS; NGS: 
MSI-S, KRASmt, p53mt, CDKN2Amt. Next steps?
1. Continue FFX
2. 5FU maintenance
3. Olaparib maintenance
4. Palbocyclib
5. 1 and 2



Question 4
55 yo woman with metastatic HCC, HepC related. Received sorafenib
for 6 months with poor tolerance (fatigue and hand-foot syndrome 
requiring multiple dose reductions and treatment holidays). Finally 
progresses, maintaining PS=1 and CP score=A(6). AFP>1500, 
Appropriate options for her?
1. Nivolumab
2. Pembrolizumab
3. Regorafenib
4. Ramucirumab
5. 1, 2 and 4



Question 5
55 yo woman with metastatic colorectal cancer, 
KRASwt/NRASwt/BRAFwt/HER2 amplified by FISH, PS=1, Progressed 
on fluroropyrimidine, oxaliplatin, irinotecan, bevacizumab. Appropriate 
options for her?
1. Irinotecan/Cetuximab
2. Referral for dual HER2 study
3. Regorafenib
4. Trifluridine/Tipiracil
5. 1 and 2



Questions


